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Before discussing the issue of new classes of diseases for which prescription to OTC 
switches might be considered, I will review some principles which, I believe, can be helpful when 
thinking about any Rx-to-OTC switch. Then, using these principles, I will discuss some of the 
reasons why the switch of cholesterol-lowering drugs should be opposed. 

Seven Principles Which Need To Be Considered When Deciding on a Switch 

f. Eadpossibflfty of seff-dQgnosb-presence or absence of symptoms 
which can accurately make the diagnosis (eg. pain, itching, cold, allergy 
symptoms). Related to this is the question of seffdiagnosis of other medical 
conditions which might counter-indicate the use of the drug. 

2. Self-limited or chronic condition-important for duration of treatment and 
the evolution of both a change in course of the disease and the occurrence of 
adverse reactions/interactions, which may require physician monitoring. 

3. Benefttrisk ratio and its evaluation-This is related to #2 because the 
continued evaluation of benefit and risk by the patient-arguably without any input 
from the physician-can significantly alter the ratio and hamper the need to keep 
it favorable for the patient. 

4. “Low’potentiaf for harm which may result from abuse under conditions 
of widespread availability”-This is a quote from the Federal Regulations which ’ 
define the circumstances of OTC approval. Abuse, in this context, refers to the 
kind of abuse which occurs when a patient--generally believing that over-the- 
counter drugs are safer than prescription ones--may say “if one pill does so mu 6. . : 
good, twaor three will be even better--so I will take more than one.” Despite t 2 r 
introduction of most OTC versions of drugs at doses lower than the prescription’ ‘1 
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form, this restriction can be easily overcome because of the history of patients ” 
increasing their dose. Related to this is the question of whether the potential for 
harm is such that the use of the drug without the involvement of a physician or 
other learned intermediary such as a pharmacist is not appropriate. The switch of 
drugs with a Pow margin of safety--ones where a doubling of dose may : 
significantly increase the toxicity--should be generally opposed. .e 
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5. Number of adverse drug reactions or interactions and the ease of 
detecting them--if there are numerous adverse reactions or interacttons whrch 
may not be fully known to the patient or physlcian. there is even more cause for 
concern than the already-troublesome situation involving only prescription drugs. 
If the detection of the adverse reaction is hampered by the absence of signs 
which the patient can detect--such as abnormal laboratory tests which are an 
early signal of liver toxicity--the frequent absence of the physician’s involvement 
because the drug is available OTC may be dangerous. 

6. Long-term data from prescription use to assess likelihood of problems with 
OTC use. If there are problems which have arisen and been documented during 
use in prescription form, it is likely, if not ._ -?ain, that the problem will be more 
common and/or more serious in the OTC zrsion. 

7. Toxicity compared with other drugs in the class--if there are other drugs in 
the class how does the safety and benefit risk ratio compare to these? 



Specific Concerns About Switching Cholesterol-lowering Drugs 

Ease/ possibility of self-diagnosis: Given that the indications for these drugs in the 
OTC status would be a total cholesterol level of between 200 and 240 mg/dl. an LDL 
of over 130 mg/dl and the absence of established cardiovascular disease or 
diabetes, it is highly unlikely that this combination of evidence will be present before 
the OTC purchase of Mevacor or Pravachol. Since the indication for these drugs 
varies as a function of other risk factors, the overly simplified indications by total and 
LDL cholesterol levels are. at the least, extremely misleading. The National 
Cholesterol Education Program guidelines state, for example, that those without 
established cardiovascular disease with only one other risk fWtor (such as smoking, 
hypertension or males over 45, femaies over 55) should start cholesterol lowering 
drugs only if their LDL cholesterol is 190 or over. Even with two other risk factors, the 
recommendation is 160 or over. This is in contrast to the companies’ proposed 
recommendation of starting drugs for levels of over 130, as announced in the notice 
of the July FDA hearing. In addition to the probbm of accurate ascertainment of 
cholesterol levels, the warning against use in people with estabfished cardiovascular 
disease or diabetes belies the fact that many people with these diseases have not 
yet been diagnosed. Thus, self-diagnosis of these conditions is not a reality unless 
the patient has previously had a heart attack or angina or symptoms of diabetes that 
led to a diagnosis. 

Self-limited OP chronic condition: Because of the implications of an increased risk 
of cardiovascular disease associated with elevated cholesterol levels, the use of 
these drugs could well be on a chronic basis, forever. in addition to the need for a 
physician evaluation initially, medical follow-up is also necessary for the detection of 
either an evolution into cardiovascular disease and/or the occurrence of adverse 
reactions or interactions with other drugs, which may require physician monitoring. 5 

Number of adverse drug reactions or interactions and the ease of detecting 
them: An additional problem with Mevacor and Pravachol concerns the impossibility 
of selfdiagnosis of an early sign of liver toxicity, namely the presence of elevated 
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liver enzymes in a blood test. At the earliest stages this is completely asymptomatit. .:; -:& 
and can only be detected with regular monitoring under the supervision of a ,* .,% 

’ physician or other health professional such as a nurse practitioner. The current 
physician labeling for Mevacor (lovastatin) states: “Persistent increases (to more than 
3 times the upper limit of normal) in serum transaminases [liver function tests] 
occurred in 1.9% of adult patients who received lovastatin for at least one year.” 
Because of this, the labeling further states: It is recommended that liver function = 
tests be performed before the initiation of treatment, at 6 and 12 weeks after .’ 
initiation of therapy or elevation of dose, and periodically.” There is a similar 
warning in the labeling for Pravachol. The need for this kind of surveillance is not 
consistent with a switch to OTC status of these or any similar drugs. 

Common to the concerns of switching cholesterol-towering drugs, diabetes drugs and 
drugs for hypertension are many of the same concepts: All are used to treat lab values 
(cholesterol, blood sugar or elevated blood pressure) in diseases for which there are not 
necessarily any symptoms and which are chronic conditions for which therapy will likely have 
to continue for a very long time. There is no way of titrating the dose of the drug without 
repeat tests and evaluation of results. Medical checkups are needed periodically for 
determining if the drug is working and for assessing other aspects of the disease progression 
or the evolution of adverse reactions. For these reasons, we strongly oppose the switching of 
these drugs from presc:iption to over-the-counter status. 


